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acid derivative of formula (VII) and an optically active N-acylamino acid 
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pyridyl)methoxy]piperidine to its (S) isomer of formula (IV) and 
optionally reacting (IV) with an ester of formula (V) to give an ester of 
(I) of formula (VI). 

USE - (I) are antihistamine agents useful for treating allergic 
disorders. (VI) are intermediates for (I). 

ADVANTAGE - (I) has higher activity than the corresponding R-isomer 
or racemic mixture. The method allows intermediate for (I) to be prepared 
jn high yield with high optical purity. (I) can be formulated for 
injection. 
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1 








1 







[0 03 9] biPbtHifib. « (I) © (S) -K-ey SSI) 
[0 040] 

: (S) -4- C4- ( (4-t 



(S) -4- C4- C (4-*na7*i 
(HMIM2THH) 

[0041] ±ss<k^*©»a. 500 um*m 



(7) 



#132 00 0 - 1 98 78 4 
12 



i (R) -fl^ws^tKLr. m.®m<D%Gm.£ 
mi,*. 

[0 04 2] (&) mmmsummt 
*sajg : xmxmn (225*) 

#7 A : Cosmosil 5 ph 4. 6imiX 1 5 0 mm (fSne^S. 

(s) -x^f^ : o. o iw)>mrjm*>)'5M.& 

ffift(o. iN*Mt^h'^A^srpH5. 8KSJ 

H) iT-teh-MJJNDfiiR (6 5:35) 
"O-tfl/XJl'tiOKtt. £B.mM&: 0. 0 1M'J>® 
z^Jcig* -t/Algffijfc (o. iwmiti-hV*>J*im 
-CpH5. 8(C|g|||) iT-feh-h'J^KDigjR (72:2 
8) 

iffiM. : 0. 9mVmin 
B8iJ5£«SH : fft4£A&5 0#©8SH 
(0 04 3] (b) (R) ftS . 

0. l%*J^*ns«t5«:sSaiLfc. MHttXl. 5d 

Wfl**BM8l*M£fcJ:»>Weu TSttcJ:») (R) ft* 

&4 



S (%) tftttt/te. 
[0044] 
[ttl] 

(R) ftft (%) = 



X 1 0 0 



10 



20 



Q s + Q" 
Q 9 : (S) *<Dtf-*®«W#* 
Q R : (R) ftetf-^nflTCft* 

[0045] 

MaiS : ( 2 2 0 m) 

*7A : ULTR0N ES-CNM 4. 6mmX 1 5 0mm (ffia a o£. 

ffiSWfcitti*) 

: 

(S) -XX*-*: 0. 0 2M';>K^*^* , J')Aig 
ffiK ( 0 . 1 ttmitt h ') V A«SrCpH4 . 6 Kg3 
S) £x*y-jl,©jg$ (100 : 13) 
-0-te'>x;l/*>®g. 0. 0 2MU>M 

y v j*imm ( o . 1 wMtftJ- h v v 
rpH5. 5«:ian) tr-bh-vvwmm (i oo : 

16) 

ffiM : 0 . 9 ml/nrin 

ffiSSJStSB : ( S ) #®mm<D#} 2 te©t5H 
ffi^M: (R) ft *SJ 7~10min 
(S) ft ftl3~l 5nio 

[0046] 
[*4] 



ftftBUft* 





% 


% 


% 


% 


% 


% 




1.72 


2.65 


0.15 


0.16 


1.20 


1.20 


(R) 


0.87 


1.15 


0.37 


0.39 


0.37 


0.40 




















0,45 




0. 18 




0.05 



[0047] Sl4©§*i5em*>6. (S) -x*-fJl/« 
( R ) fta©«»D{Cft^*^t«S*HSTt iCtimh 

mt, tmmm (R) &&<D%mu*&imm#>hH 
*i6»**jsttft t Lr«w»flWcfga***-r*ft 

[0048] &±.<DJ: ( S ) - y ^>^&ft 
( I ) ©^>-fe*>^^*>iffiRCfS.a#K^«. tat 
X * 5 >S14St«HT U^-ffite^Wf S cfc •) ffittfc 



**SttftT*9. £ftrtrr§£*ft£t,-C{1MliU * 

40 crjaucffis^? **>©?&£. 

[0049] 

mmm &Tic0^mRzmmm^bx^mm 
fc©-c«ftt>. 

[0 05 0] ##WI1 

(S) - (-) -4- ( (4-^007*^) (2- 

(a) (±) -4- ( (4-fna7*x;i/) (2-f 
!>S?*) ji h+SO £"t9S»18. 58g(61. 3 
50 6 mmoD ?>V\, 000 mlCCjUlflMgJKO . 



10 



20 



(-) -i^>y-Ob-L-SEg-7kfffgj6. 93g 
(18.4 2rm»D ZmZ-Xtmbtc. gfiffUA (& 

b b b1 ) «mmu mm^mrrmmitc mm i o o 

■HCWBI/T. Ktcffttil/fca&tiffi (MA2) £itJ3iJ* 

MAI : 1 8. 37g ( (S) # 
MA2 : 0. 5 7 g ( (S) ft 
7. 70 g ( (S) ft 

[0 05 1 ] (b) ±&<D U) vnt>titcffig.m® 

7. 70 g (2 5. 4 3ramol) £x£ y-;U2 8 Oml&C 
MMMKU L- ( + ) -SEM3. 82 g (2 5. 4 
5 rami) fc^-CWtfM&U ^-MSilfe. 

^©«A*ssjinL-csiiofc. *r(tiA*M*u 

4 0 'CC?SEEfe<SL//c, JRS8. 68g((S)ft: 
(R) #=87. 44 : 1 2. 5 6) 
[005 2] (c) iu£© (b) -C£e>ftfcafeMA 

8. 8 8g(COl>-C % (S) tt©ttKtf9 9. 5% <* 
3**6S:9 9. OKde) *H*.S*'Cx*y'-.rt4iMA 
fcHgOilLfc. IRS3. 87g ( (S)#: (R)#= 
99. 7 2:0. 2 8) . 

[005 3] ( d) JJfi© ( c ) -CMWlfcaSMA 

2. 13g(4. 7 0imol) «C 1 WkKfby- HU^A* 
?g$l SmifcJjn*, *aa*;l/Aft5 0mlt?fflfflUc. 

MU (S) - (-) -4- ( <4-*on 

7 1 x;u) ( 2 - try y*> ^ h *so y 

afeMA: 4. 3 1 g ( (S) #: 
MMMMM: 7. 9 3g ( (S) ft: 

[0056] (c) ±m<d (b) vmhtitcmmm® 

7. 90s (26. 09nrnoD &D- (-) -SBK 

3. 90g(25. 98n«no1) £x£ -/-;!/ 4 0 OmltC 
AMiMKU IiSt?-MIWc. ffttlA&MKU 4 
0-C-CiliEfaSLfc o IRS8. 5 6g((S)ft: 
(R) ft=9. 05:90. 95) 
[0 05 7] <d) ±«© <c> "CMfctitefiSMA 

8. 5 5g(COl>T % (R) #©*fig#9 9. 5%(# 
^SS:99. 0%de) *jffl*.**-Cx2y-;H?*SA 
«*9«t/fc. «Ufi4. 1 5g ( (S) #: (R) #= 
0. 24:99. 7 6). 

[0058] <e) J3K© (d) TMfctifcS&MM 

4. 00 g (8. 8 3mnol) fc 1 NftKfltf- h U 9 A* 
MKl5nl&aiit. ^Oa*;VA*j5 0mTCaiBL/t. 

MW***"cft»«. h y ^a-cmmi/cm 

ML. SHUTS (R) - (+) -4- C (4-*an 
7 * x;io ( 2 - try i?jp) y h t-s y *?>mr 

JfettttMt L/tTff fc. HXfi2. 66 g 0K$: 9 9. 



30 



40 



+ 12. 2* (c = 2. MeO 



6%) 
H) 

[0 0 5 9 ] ##003 

(S) -4- C4- C (4-*aa7*x.iU) (2-h* 



49) 
58) 
06) 

4 0 g (KM : 9 8 . 

(c= 1. Me OH) 



(2- 



(8) ^^&H2 00 0- 1 98 784 

W«l«*«ETCilMUfc. $6ftfcMA&tfifi 
«»M*ICOt»T&*^Mtt#©MMtt ( (S) # : 
(R) #) ) *#3^*?A*fl3t»fcKM«#*n-7 

(R) #=29. 5 1:70. 
(R) #=33. 42:66. 
(R) #=79. 94:20. 

xmmR®tLxmtc. urn. 

6%) . Ca) ,"-10. 0" 
[0 054] ##$2 

(R) - (-) -4- ( (4-^DD7xii) 
f y 5>*) ^Ki/] \£i y 5?> 
{&)mWl (a) "CM&tifcMAUCO. 5N*K 
fcfhy9i^MM2 0 0nl£jtajL> Rfrx>ftl 0 0 

mn?2BMWLfc. aua»*tsfn^s*ri5fe^. s&* 

h y 9A-CKML-CJIMU &Stfetttf?BJ 1 0 . 

[0055] ( b ) ±j$© ( a ) -CMfeilfcMMfitttt 
©10. 2 9g«ftK^^5 0 0nlKft«kMMU 
(+) -^>^JU-D-flSK-*fDttl. 96g 
(5. 2 lirniol) *ft|jlT8B¥Lfc. afiffWASMHI 
I/. M»*«ETe«MOfc. MfefttaMA&CFMttill 
MMfcoi»T**3l^tt#©«l8H: ( (S) # : 
(R)#) ***»**5A*ffl<,»fcWIM#*ovh 

(R) #=6 5. 5 2 : 3 4. 48) 
(R) #= 1 6. 6 1:8 3. 39) 

<a>#*Wl«CLfc#oT»&tifc (S) - (-) - 

4- ( (4->BB7*i;w (2-eyt?*)yh* 

JO f-^y^>l. 33g (4. 39imDl. *W6S : 
9 9. 4%ee) &7-fe h> 1 SnltCMMU 4-7*P* 
y»Ix?*l. 0 3g (5. 2 8nrol) iK»*y 
9A0. 7 3g (5. 2 8m«ol) *JH*.T. 7B#RMn& 
jlifciSftbfc. 3%M£MjNU iS^^igiEET-C^lL 

(MS&3 0:1) ©M&MK&MRMM&rS!'!;* 

mk-&®<D\mzmKT-cmffiL. mm<D (s) - a 

-(4-[(4->DP7*iA) (2-f'J^;U)^ 
I-+5/) tf^ysVJ ?£>Etx?*l. 7 1g (K 
*:9 3. 4%. 3fr¥*fig:9 9. 4 %ee) %Mfc. 
(a) 0 ,s -6. 6" (c = 1, Me OH) 
[0060] ( b ) ±M<D ( a ) -CM6tift:x?*x;* 
f-;H. 7 0g (4. 0 8nmol) i7v;l/K0. 48 g 
(4. 1 4imio1) *xary-jV4 0mlfCMfiS3ti-Ci&- 

50 (S) -4- (4- ( (4-^007*x;l/) (2-f 



* 



K1S1. 97 g (JR$: 9 0. 1 : 9 9. 

0%ee) *»fc. M£ 1 2 3~ 1 2 4 *C 
[0 06 1 ) 7cf»{ffl(%) : C„H, 9 C 1 N,0, • 
C,H,0,4UT 

f+gfi!:C6 0. 84 H6. 24 N5. 2 6 
Ha>J<8:C6 0. 7 3 H6. 3 2 N5. 2 1 
[0 06 2] mW4 

(R) -4- C4- C (4-^nn7*-Jl/) (2-f 

(a) #^2tCb/c*5o-C»6n/c (R) - ( + > - 
4- C (4-i»ci07iiJl) (2-b , <;^l') ^ 

tf-< y S» (jfe^S: 9 9. 5%ee) 
##0«3© (a) iPI«©^ffi-C (R) -4- [4- 

( (4-foa7x-;b) (2-f yi*»l/) h»HO 
f^yj/y) ^^>®x^Jl/ (3fc^*4@: 9 9. 5%e 
e) £fffc. Ca}." + 6. 8* (c = l.MeOH) 

[0 0 6 3] (b) ±8© (a) "C^fcft/cx^xx 
f-**ffll»r. ##093© (b) iPI«CD*S-C (R). 
-4- (4- ( (4-^na7xx;l/) <2-e»/5? 
;l<) y f^y*^) T^gtxg^t/^-yrt^te 

Ofc¥*fig: 99. 3%ee) a*: 11 7~1 

1 9'C 

[0 0 6 4] ^fl-tfffi (%) : C„H 15 C 1N.O, • 
C,H,0,iUt 

tt#ffl:C60. 84 H6. 24 N5. 26 
Ha>Jffl:C6 0. 6 5 H6. 11 N5. 0 6 
[0 0 6 5] ##005 

(S) -4- £4- C (4-^an7*x;U) (2-f 

^ h*^) f^y^y) >&©£)£ 

##093 (a) CeUc#-3-t#6*-l/c (S) -4- (4 
- C (4-fao7x-;U) (2-eus?*) y h* 
i/] K*C!|JVJ ^>|ifJH2 6. Og (0. 3 
0 2m>l)£x*y-;U7 6 0ml«:?g8SU 5NfcffiHt:f- 
h 'J 12 0.8 inl*»D^.-CSia-C-|e»gL 

fc. J^O^iftSLfca. 5IAM12 1. lml* 
35DifC«t>WUfc. trUHKIIMtt. S«Wd«*«ET 
rjMu iwy^eooiiiijn^-ciiaWET'Cii 

!a*J>*Opy jr>6 0 0ml«:«jWU. ft* 



(9) ^^$692 00 0- 1 9 8 7 8 4 

*iBte^LTgl3^*gfe&tt& (1 25. 3 g ) 4 1/ 

(120. 2g)4fco/c. (a). M + 3. 4* (c 
= 5, Me OH) 
[0066] ggjtffl 1 

(S) -4- (4- ( (4-d>an7xx;U) (2-f 

yy;t0 y h*'» f*yyy) 

#*W5{Cl/fc*»-5"C»6tlfc (S) -4- C4- 
10 ( (4-JOD7I-J1/) (2-f y^U) ^ h*'>] 
f^'jyy) ^^>K0. 5g (1. 29nmol) £5t& 
x?j|/2 5ml(<:ttJBU ^>-tf>^^*>K-*Wft 
0. 20 g (1. 14m»l) *^T*ET«ffll,fc. 

fmiicmmmx9)i2 5 mi£tt]*T:#j 1 mrms-r z 

h-hy;P5mU0S^L. aW^JO. 4 2g (1R 
$ : 6 7 . 3%. 7fe#*6S : 9 9 . 2%ee) *«R6^ 
UXAftil/Cflfc. Ca]„ ,0 + 6. 0* (c = 5, 
20 MeOH) . 1 6 1~1 6 3*C 

[ 0 0 6 7 ] TtmVim (%) : C„H„C 1 N,0 3 • 
C t H 7 0,S4UT 

H-gffi:C5 9. 28 H5. 71 N5. 12 

mmm: 059.27 H5. 74 ns. 1 0 

[0068] m&W2 

(S) -4- (4- C (4-^a07xXjU) (2-f 

y^;u) ^ f^y^^D ?"£>®-£.§.#®& 

©£$ 

##095{Ct/fc#-o-Cf#Wc (S) -4- C4- 
30 ( (4->Q07*i*) (2-f !/J?*) p< h+tO 
tt'jyy) ^*>10. 91 g (2. 3 4nmoD£7 
•feh>3 0mlfc:?§8?U £S.#M0. 29g (2. 3 7 

-( V 7"P f ;UX-f-;l/ 5 0 ml*ft|;t-C 2 BHftaf £ 

x*;l/3 6mU*5?l*&flU Btt«30. 8 7 g (JRl$5 : 
7 2. 8%> ^^BS:9 9. 4%ee) =&efet&^ B ^ 
iLtH/c. Ca) 0 , '-4. 6* (c = l. EtO 
40 H) „ Si*: 1 3 6~1 4 0*C 



(51)Int.Cl .' 

A 6 1 P 37/08 
43/00 

//C0 7M 7:00 



1 1 3 



F I 

A 6 1 P 37/08 
43/00 



1 1 3 



(10) #§§2 0 0 0- 1 98 784 




®ga2 0 0 0- 1 98 784 



[gBPJKfl-] IS 3 SOTS 2 E# 

mm) ¥fi)cl 5^5^80 (2003. 5. 8) 



[&P8S#] #182 0 0 0-1 98 784 (P2000-1 98784A) 

¥«1 2*P7£1 8B (2000. 7. 1 8) 
I 12-1988 
[tiJH##] #012 0 00-32 9 6 1 (P2000-32961) 

C07D 401/12 
A61K 31/4545 
A61P 13/00 

17/00 

29/00 

37/08 

43/00 113 
// C07M 7:00 
[F I ] 
C07D 401/12 
A61K 31/4545 
A61P 11/00 
17/00 
29/00 
37/08 

43/00 113 



izmrnKW) 

mm) mi 5^1^300 (2003. i. 3 * mm®) 



0) 

[**£«uEl] 



itt&mxvm) 
[it*ii] sd) 

[-fb l ] 




(I) 



>g|gft©-< > > * >u# 
[W33S2 ] frfBsS ( I ) -Cm3*iS*g*tiBg# 
(S) (?Ve&S#^r§ttt-^iJ^>gHgfc£<>-tf>X 

a. 

[H#53] (S) -4- C4- C (4-^007! 

-fi 1- 



[I»#»4] 5$ (IV) 
Utl) 



^132 0 0 0- 1 98 784 
T'^SftS (±) -4- [ (4 -^OP7 x-jU) (2 

ZCtZ®®t?Z. lS*;>S4iEi&<D (S) - C (4- 
Q 

■C^Sni (S) - C (4-*dC37 x^Jb) (2-tf 

[»*«5] 5$ (III) 
Ufc8] 




a 




-ffi 2- 



